Supplemental Material Appendix

Table S1. Other Cancer Types

Cancer Type, n

Denosumab Dosing Interval

Short Interval
< 5 weeks (n=241)

Medium Interval 5-11
weeks (n=145)

Long Interval > 12
weeks (n=46)

Angiosarcoma

Bladder

Cholangiocarcinoma

Colon

Endometrial
Gastroduodenoblastoma
Hepatocellular carcinoma
Kidney (Renal cell carcinoma)
Leiomyosarcoma

Lung (non-small cell lung cancer)
Lung (small cell lung cancer)
Malignant nerve sheath tumor
Melanoma

Nasopharyngeal
Neuroendocrine tumor
Pancreatic
Pheochromocytoma
Pleomorphic Sarcoma
Primary cancer unknown
Rhabdomyosarcoma
Sarcomatoid carcinoma
Thyroid
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Table S2: Multivariate Analysis for Time to 1st SRE

Survival for First SRE

Covariate n Hazard Ratio (95% CI) HR
p-value

Cancer Breast 116  0.83(0.53-1.31) 0.43
Prostate 147

Prior Surgery for Primary Cancer Yes 223 0.73 (0.51-1.06) 0.095
No 209 . .

Prior Radiation for Primary Cancer ~ Yes 218  0.60 (0.43-0.84) 0.003
No 214 . .

Prior Bisphosphonate Therapy Yes 57 0.84 (0.51-1.38) 0.49
No 375

Table S3: Multivariate Analysis for OS
Survival for First SRE
Covariate n Hazard Ratio (95% CI) HR
p-value

Cancer Breast 116 0.70 (0.44-1.11) <0.001
Prostate 147 <0.001

Presence of Visceral Metastases Yes

(non-brain) 275 0.48 (0.29-0.77) 0.23
No 157 . .

Presence of any Hospitalizations Yes 196 0.63 (0.36-1.10) <0.001
No

236



Figure S1. Kaplan-Meier-Estimate Time to First SRE Short Interval vs Medium Interval vs Long Interval
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Figure S2. Kaplan-Meier-Estimate Time to First SRE Short Interval vs Long Interval
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Figure S3. Kaplan-Meier-Estimate Time to First SRE Medium Interval vs Long Interval
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Figure S4. Kaplan-Meier-Estimate Time to Death Short Interval vs Medium Interval vs Long Interval
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Figure S5. Kaplan-Meier-Estimate Time to Death Short Interval vs Long Interval
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Figure S6. Kaplan-Meier-Estimate Time to Death Medium Interval vs Long Interval
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Table S4. Reasons for Hospitalizations While on Denosumab

Reason for Hospitalizations (n)

Denosumab Dosing Interval

Short Interval

Medium Interval

Long Interval

Chest Pain

Urinary retention
Shortness of breath
Hematuria
Constipation
Diarrhea

Nausea

Vomiting

Fever

Pulmonary embolism
Pain

Procedure

Altered mental status
Anemia

Fatigue

Weakness
Abdominal pain
Edema

Hip pain

Bleed

Deep vein thrombosis
Tachycardia

Acute kidney injury
Hip fracture

Hernia

Seizures
Dehydration

Failure to thrive
Brain metastases
Hypotension
Hyperkalemia
Cough

Chronic obstructive pulmonary

disease
Lymphedema

Syncope
Vision changes
Falls

Infection
Pleural effusion
TOTAL

8
6
15
16
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Table S5. Total Skeletal Related Events (SRE)
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Denosumab Dosing Interval

SRE Type Short Interval Medium Interval Long Interval
Surgery 30 14 1

Pathological fracture 13 8 1

Radiation 103 55 13

Spinal cord compression 6 11 3

TOTAL 152 88 18



